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m M ^ 

t: hMonocyte chemoattractant protein— 1 (£XT> hMCP — 

15 ymmm-d^ht^^m'^Mitmm'T'Xlh^ Yoshimura, T.ib. "FEBS 

Letter" . 1 9 8 9^, H 2 4 p. 4 8 7 - 4 9 3#flg) „ MC P - 1 

^m^:43V^TMCP-l(Z)P#;65^^tLTV^5 (^flX-fl; Schrier, DJ. 
"Journal of Leukocyte Biology" . 1998#^:^63^> p. 359 — 36 

c p - 1 m^^n^'-t^ t mw^m.mmm.^fh^ Msis^^o^Ee^^^f^^^m 

i}^^^:Lti)m^-^flX\^^ m^\-t^ Youssef, S. "Journal of Clinical 
Investigation" . 2000^. ^106 p. 361 — 371; ^^tJ^Ogata, H. 
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"Journal of Pathology" , 1 9 9 7^. Ml 8 2^, p. 106-114 

o *fc. m'm^^^^m\^^mmmir^mL-ipr-^^:^-x:it. mcp- 

M«^ii^8:55^M^H5ii::65#^$tbTV^6 (0!l;tff. Gong. JH. "Journal 
5 of Experimental Medicine" , 1997^^||186#^ p.l31-137# 

m) o 

* fcH JJls M C P - 1 -^^O U^Z^^^-X^lh S C C R 2 (D^t^^^Xli-^ »J7 tr 

n^T— v'gpt-MCP - I/CCR 2y55i^s^-efe;5r t;55^$tI.-Cv^a„ Mx. 

"CV'S (M;^f^N Kurihara, T, £>> "Journal of Experimental Medicine" , 1 
15 9 9 7^. ^186#. p. 1757-176 2#Rg) » ^/d. mfSm^t'e^^U 

miE'mm^^^mmir^t\^>^n^7i^h?> mk.ft. cosiing, j. 

"Journal of Clinical Investigation" , 1999^. ^103 p. 773 
-7 7 8; :R.t;«Boring L. "Nature" ^ 1998^^ ||39 p . 8 9 4 

20 -8 9 7mm) o 

(SIT. RAtmm-t^:it-hh^) m^-^^i-imm^^(DMCP-i(Dm&7!)m 

i:/6>:^I^^tbTV^:5 Akahoshi, T. fe^ "Arthritis and Rheumatism" ^ 

25 1 9 9 3i^. US 6#. p. 762-771 ; j5.tJ«Koch, AE. "Journal of 

Clinical Investigation" . 1992^, :^90#, p. 772-77 9 „ 

Mc p - 1 (ommm^^m^ ]):^i^^Tii^^—tfj:^:it7!)m bjs^tj: $n•rv^5 

•rirji^b. Mcp-1 iffii^^m^^xmm&M^m^n ^?>:Lt t^X'^M. 'bm 
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/^^#:^*V^< o;a=>m#^ttT33 «9 , mm^lnMC P-l^y^ n—i-zu^H^X s 

10 ^36S^^$;j^XV^;5 (t?ij;tfi. Wada, T. "FASEB Journal" , 1 9 9 6<^. 

||10#. p. 1418-1425; RtMiraura, H. "Lab. Invest. " ^ 1 
998¥^||78#^ p. 571-58 l#Ri) o 

20 P - 1 ^ n—i-;\y^\^amf^-h^^h^X\^^ mx.\l. #§B¥9 - 6 7 3 

9 9#<^##Rg) „ i-^^^*>. hMCP - lin:<$:%m^i-St h p ^-/-^^Sr 

— h^b hMCP-l^y^n— ^/^^^:65#btl/TV^5o Ly{)^b;fe;5S 

^m^'}^f^<. ^^mz.^^^'t^}Lx^f^mii^^^\ mi-. #P¥9-6 7 3 9 

9 %<km^W^(0 \i hMC P - 1 I g M^#:fi, b bMC P - 1 i 
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m\^fz.yT—^-^Wv^y^-f=7^)-'h^hW^\^f^. ^^fc f^t hMCP-i— Tic 

LO ^Fv (scFv) r^^^^^l-U •?:<^)VH^TJ«VL^^igb;04^UfCc 

p - 1 ^ m^^\^^'k t hMc p - 1 o«iS^fi&i4^i5a#-r5 1> (^t-^s 

r i:j5>^$tbfCo tA^oT. ^^s c F vRt>«s c F vOVH^S:tJ«VL^^fc b 

7 7 h fi^ t hMC P - 1 (^M4--r S^^s 'Baj;tti'll'l45J^3Ett^m^»jjm 
20 ^{b3m^<^m^--<^jiffij6Sffl#$*T'S„ hMCP-1 irfi^^-a-r^id^^qj 

^lif^ffi^^^J^^jO^ofc^^^s^-^feTrtb^O^^:-??. l: hMC P- 1 (OtSL^^M. 

121 2fi. ftMUfct b^5l§s c F v(^t hMCP- 1 i: (Dl^g-a-tttrE L I SA 
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1^ 4 Ji^ ^M^-^^^^^C 3 2 (DK P L C/-«i5^ — i/^r:^-^ (15^5$ : 0 . 5 m 
L/:$>; ^it^'^^iyyT^ : 1 OOmM PB^ pH7. 2 + 0. 5M NaC 1) » 
HI 5 1*. ftia^^^^^MMC 3 2 ©MC P - 1 i: (Of^-^^k^^-t^^ :7T?fcSo 

;^mm(D\:: hMCP-i ti^^-t^ t hijii^Rxm^^y y^'^^yh m:^ 

s c F V DNA^^T—v^S: pCANTABSE^ilJ^lTZi^s s c F vii7i^:7r 

fbbfct hMCP-i ?5fe?#-t-<fc«9*^f&<^s c F vfi^:7r— v'^ 

|^*bfc=^jc. t hMCP-i i:3i$'^bTV^6 s cF v:7r-i^iJ^t2-i^^^"e 
^ffl-fSo ^if bfc:7T— — v^^b s c F V DNA^PMU 

s cFv DNA<D^m^^i: b-C{*. :^J^^-r'^?i^-*6 ^1 ^id^X' 

^#if 5 w t }&5-e# So s c F V o^^gj(^fc4e)<^>^:^^':^/i'ia^^J t U-C 
(75^y :r^XAt3i^m$^5#-a^^ pelBv'^^^':^/^ia^J (Lei, SP. b> J. 
BacterioL, 1987, 169 : 4379-4383) ^fflV^§ J:V\ it^Jl^fl^t^^^^^^^-l^ 

;5{cttMl sr^r— v^og 3Se(Z)V^y■:^/^iB^J^ffiv^s:li:^>-e#5o 
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s c F vMefi^ t hMC P - 1 

'r^:itibmh7!)^^ti:'^tio ^mmx^m^i^^^^w.'t^ hMcp-im^(Dmm^is 

'^m^^Wi^-t^:^tl.X. ELI SA, BIAcore^<Z);^fe;dSfe5o '^J;tr^E 

L I sA^m^^^m-^. t bMCP - 1 ^m+ajiibrcg 6:^>^i^-M3:g6<](o^ 

$btc^:rc. ;*:^P^t^J; i9#e>:^fc s c F vHe^i. t bMC P- l (D^-TS 

:Lt-i()mb7!)^tti:ot:io ^ hMC P - 1 J;6^^14^ 

Grobb<D^^fe (Grob, PM. b> J. Biol. Chera. , 1990, 265 : 8311-8316) Sr>^V^ 
V\ ^fc bMCP-l^<$:i: t hMCP- lSri^«^> ■0^!l;tf^. RPMI 1640T* 

M;tf^. ^^^(^MtJf^THP- 1. $>Sv^ftt b^t^jfo.^ 

^-e;t;r>^b bTt>J;V\ ^-Y^-^^— t-ft:bi9> y=V^^— 

l^iV\ ^0-^r^^J'=3r>'^Ty-fe'l'^-e. ^^|«<^ s c F v^^ttt hMCP- 
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1 (ommmMi^^^mm-r^^^ttm h:d^t ta^ti, 
tj«^tL^=i-Ki-s:^iBa?ij^s ia^j#-^i2stt)«2 (vH^) . mfm\m^Q 

RXJ^7 (VL0) Ji^l^th^flTr^'to 

^bi^s ±mmn^. viimRx:^vi^m(Dmmmi:^mm (cdri~3) <d 

10 [VHl^ 

CDR 1 : Ser Tyr Ala He Ser <ia^J#-§-3 > 

CDR 2 : Gly Phe Asp Pro Glu Asp Gly Glu Thr He Tyr Ala Gin Lys Phe 

Gin Gly <ia^J#-^4> 

CDR 3 : Asp Leu Gly Gly Gly Asp Tyr Tyr Tyr Gly Met Asp Val <ia5^IJ#-^ 
15 5> 

[VL^] 

CDR 1 : Arg Ser Ser Gin Ser He Asn Thr Tyr Leu His <gB^J#-^8 > 

CDR 2 : Ala Ala Ser Thr Leu Gin Ser <i2^J#-^9 > 

CDR 3 : Gin Gin Ser Phe Thr Thr Pro Leu Thr <ia^IJ#-^l 0 > 

20 *fc^ ^m^<Dviim.-^t^nvLmn. ±.u<dt % /mmM\^^\^x 1 1> b< 

a b. Fa b'^fcf^FCa bOa^^^t h^t: hMC P - 1 ^^^:77^V 

$e)ics c F v^fc v^m^^':^)}xo'^i^nti^'^'^^tL}i f^t hMCP- 

1— (scAb) /^^<Dfl&<^t hirCt fMCP- l^#::77^^;/bs 
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H^i: Lm<^F V ^M^Jfe y >':!&-T-®ii$$^fc s c F v ^iSm-r5m'^> 

10 T. bMc p - 1 ^ k hMc p - 1 ^mi^m(D^'^\^mmipm^^'ro $ 

20 yT^''^V^-:fyV'—<Dm^\t^ J. D. Marks b (J. Mol. Biol., 222: 581- 

597, 1991) ^^:J;^9^#$nTV^:5:^^feiS^##^^:> mn^2. Oi^^^^mM.^^ 

^^:$>ilL. PBStf^^J^^JlSfct^mx ISOGEN i^) ■T?^ab-C. total 

25 RNA^^^bfCo :i<^total RNA^40tCr9'#JU kMgO; IgM^ »c0. X 

^'Kv^U first strand cDNA synthesis 
kit (Pharmacia biotech) \^X^ c DNA^#^ Ufc„ ^K^cDNA 

Sr7^:/:/l — htclLXs Marks6,:0§^^Ufc<^i!|^^tcVH (v*fcf*ju) i: J 
H3tr>*v »c^Jk:> VAi:j X<oU'^^X^^J"-^^z7 r % y — 
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(PGR) ?fet2:TJii|iiU/Co 

DNA^fflV>T^ r ^y-fe^^-:^!;— PCR^fe (McCafferty, J. Antibody 
Engineering - A Practical Approach, IRL Press, Oxford, 1996) t3:J:l?$t'n 
^■li:. —ifm.s cFv DNAJ^f^^bfCo s cFv DNAfiJEJC P C RtrfflV^ 

T. NotiS.tJ«Sfii^JP5i#m$Na:^#APb. T;^a-;^<^/i'-T?ffi^?sjc«i^. )»]mb 

JftMUfcscFv DNAf«PS^*SfiI (Takara) i:NotI (Takara) 

:7t— K PCANTAB5E (Pharmacia) n — cr^i^i/ LfCo scFv D 
NA^Jfe'^$^3rfcpCANTAB5EJ*VH(y)-V VH(v)-V;L> VH(m)-V 

?^®femU/c:TGl<7)ft5^l='e)^ VH(7)-Vk:. VH(y)-V;L. VH(/i)-V 

VH(/i)-v^<D^i?-:/^^:/9 y-f^-e^-em. 1 x io\ 2.1 x lo^, 
8.4 X io\ 5,3 X lo'ii^ u—i^ay^mB^^-i-^ twm^^fco ic>?i^Sfe^b 
tcTGlib^h^ Ml 3KO T^yWN'— 7T*-v=^fflV>-C:7r^v^fl^Sr|§JaU 
M^A*5l5s c F v^^:7r-i^7-^:/7y— ^PMbfco 

t hMCP- l}iO. IM NaHCOslmLl:::^^?^. 35mm(DxV iX iX^ (:S:^) 
4'C-C?— |fea5&$-^-C@^>fbbfCo 0.5%-^75^>'/PBS^ffiV>T2 0'C-e2 
B#ra:/niyd{-:/i/Uy5i=^^ 0. 1% Tween20-PBS-e 6 IiISfcif-bfc„ rtttJlM^Afi 
5l5<Z)^fls::7 T - v'^ y — (— t — i^) SrO. 9iiiL (1 x 
lO^nu/mL) Jn^. S^&^^fCo 

0. 1% Tween20-PBS-t?l 0|Hlgfc#-bfc^> 1. OmL(Di/y v^^/^W^ (pH2. 2) 

fc:7T"-"^f*lM Tris (hydroxymethyl)aminomethane-HCl, pH9. l^J|Ix."CpH<Scr 
SOOOxg, 1 0 ^^T'jS'i^^il bT> _L?t^|^# X 200 At 2 X Y Tmmxmm 
SOBAGtT'W h (2%t//U=i-X, lOOjug/mlOTi^fc'v'y V-^^SOBT'W'- 
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YTit^^Anx.;^^ W-'-^^ (Costar) ^^^XUm. |H]lDibfc„ 

Vk. vH(Ai)-vi. ^t^.-eH^-ov^■rs^^^ii(^t hMCP- is^'fb-T'i^— b 

t:fflV^T/'?>'^:i^^5^Srt^-4Ie]fTofCo 4.m^(0^^>'=^l^-ifm^. SOBAG:7"W 
-bd=»e>^S:ii:lCi5^n — i/^ttttlU s c F V (^^m<^?ii^2S.tJ«t bMCP-1 
EL I SAt3:J;5#M14<^?ilS^:^ia3?iJ<??^trfTofc„ 
((IliiM 3 : y t hMC p- i e L i s a» 

t hMC P — 1 ^^tKt I P — 1 a (macrophage inflammatory protein 1- 
a) ^EL I SA:7"V— blZl@5e<bb'C;^i^ ^^^^/^^:fflV^fc„ 2/xg/mL<^t 
bMCP- l^V^f^t hMI P-1 2. 5jug/mL<^t blfiL?tT/^7'5: (H S 
A) ^4 0ML/well ELISA:/V— b (Nunc) \^^J^h, 4 "C":? 1 6 Np^l^g 
U S^^kUfCo @^fk:/l^-h«:. 0.5%BSA. 0. 5%"^7^^S:t)«5 %>^=3r 
i^^/^i^^Sr-^tpPB S^?S400ML/well^Atl."C4*CT'2^|^^gU :/n$^=3{^ 

s c F va^:7T^v^Sr-^tft*:^?S4 O ML/well^Ai^-C^$^^^fc^t^ 

(Pharmacia biotech) ^SJiS^$^. T/l^:^ V •7^y<^-7T^—^ (AP) ^Hl^b 

fc^-^i^^igG^^ir^f&^-^fc. m^mx5m^<>fcmi. m^mmw (ig/mL 

p-nitrophenyl phosphate (Wake) , 10%v^^^ 7 — ^/t^T 5: (Wake) ^-^tfP 
BS^) ^5 0 juL/wellAtl.^ jI^U ^?M.~3 7'C"C% 5~105^life$-* 
fCo '^f^^'f'^^ YHi — b y — NJ-2001 (Inter Med)' -e405nra©®7fe^^M 

mx^f^ (mi) „ 

^^bfcj^n— ^-O? s c F vat^-?^<^VH^TJ«VL<^)DNAi^SiS^J^Dye 
■sinator cycle sequencing FS Ready Reaction kit (Applied Biosystems) 
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«IIWJ 5 : k b S5l5^k hMC P - 1 s c F v (D|§mi:*t^> 
BulB^WJ2. 3-e^g|b/ct MV[CP-lJ::^lSi-5 4@<7)s cF v^n- 
MC8. MCI 5. MC3 2. MC 5 Q^i^b":/^^ ^ FDNA^SUXbT. 
^tC^oTi^J^^HB 12 5 1 ^?l^®fembfCo 2%^/V'=^-;^tr^tP2 X 

t^— ii^^-SimM lPTG;lr^in;tT35l-— s c F vomm^^ 
^frofco i^«^Tf^0ft:^m'i>lH]i|3Z:U imM EDTASr-^tpP B S 
T7K4't- 3 0 5^0^$:tr]EEfe® bfCo ^V>T'8. 900xgT' 3 0 5^K]^'L> -htt^HlilX 

Pet LfCo 

bdfi/i/|^*;(7 7ADetoxi-gel (PIERCE^fc) T'^f^OT/n h =I/H^:^^§V^a^^ F b 
^v^^^Srl^^Ulfeo 5^^*;j57 5^ MO, 000(^)Centricon (Amicontt) 

«^i£^J 6 : mM: s c F V (Dt: bMC P - 1 Ol^-a-tt)) 

m^l^ns cFv(Dk hMCP-1 i:<^5i^'a-14^EL I SA?feT-MSbfc„ P 
B S -eo. 5 A g/mLlriil^ bfc hMC P - 1 <Sr@+a^k bfc 9 6 b (NUNC. 

MAXISORP) m^*iLfls:^100 ixlM^XZl t^-e 1 ^rslR^S: $-*fCo 0. 05% 
Tween-PBS (fi^TP B S T ir^i-^ r. ^ fcS) -CSHl^if-^. /-?-::^:3rv-^ 
-if^miife^E tag^#:i:Hi-3 7'C-T?1^^1Si^?$-^fCo PBSTT' 5 IH^Jfc^m. ^ 
•feSIC?S^^^;tTM#.$^^ 450nm(D®3teggSrM^bTj^'^%fNiffiU:feo 
Sr0 2 J^^-f-c 4 5ffio^^{*^-C?^S^fe#6«JJ^ fc h MC P - 1 SS-^ Ufco 

((HJfe^J 7 : t bMC P - 1 omjS^?S'l4^-^-t-^'f'^ffl» 

JC-CP'<fCo 2 4:?t^V— b<^#!Ai:l::^Tf--<X8 AinKDTranswell (Costarit) 
tr-feixh-rSo ^(0 2A •Kfxy— h tz: 1 % F C S ^Ir^tf RPMI 1640 (eAT 1 % F 



wo 2004/024921 ^ppT/JP2003/011S60 

12 

fcs cFv t2 X 10-«M(^t hMC P - 1 (CHEMICON|±) ^^mU-^i^X^M.-^:- 

3 0 ^-r v^cx^— V 3 v^ffv\ ;i(D^^&?S^540At Loi^ift^A^xf- 2 4 

V— M;: 6 0 M LSP;^/Co Transwell(Z):*rlz: 1%FCS-RPMI 100/iLi:tb 

^3^^0#.H)3&t5^T H P - 1<D1 X 10^ cells/mL 200 ju L^^JJO UT. 3 7 "Ce 4 

mmm 8 : ^Mc p - 1 %-^^^m\i YigLmm-:^^ ^ Y<omm 

3 -e^^^Sf Ufc s c F V ^ n— i/MC 3 2 O s c F v DN A^^fl^5iA' 

5' -CGT GGC TCC TGG GOC CAC AGC CAG GTA CAG CTG CAG CAG TCA-3' <WM^^ 
1 1 > 

5' -TGA GGA TAC GGT GAC CGT GG-3' <ifia?!l«-^l 2 > 

5' -CGT GGC TCC TGG GCC CAC AGC GAC ATC CAG TTG ACC CAG TCT-3' <ilE^JS-^ 
1 3 > 

5' -ACG TTT GAT CTC CAC CTT GG-3' <WM^^ 1 4 > 

V — Sa^J^;m^5AA/fcV^ ;^ 5: KD N A p U C 1 8 <D u —^—m^WT 
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t b^#:H^itfe^I sGlCOm^m^ (fci/t>-CHl-CH2-CH3) 
^m^J^A/fclS^i.^^^:^^ KpCAG-H^HindII-BamHIT3 T'CJCIT 2 Nf^^m 
'(bbT-<:J'^-ODNA®f>t't:|iiaU ^:<^§P^fct3:5felCp^bfcVHi^<D 
5 Hindlll-BaraHIPHfit^lr^AbfCo ^m®HB 10 1 ^mW^mU MM (T^t" 

10 «^Ji^?IJ 9 : ^MC P - 1 t h ^<$:M C 3 2 <Z)»ji^^/lS-e<^— igttl^ 

8%FCS {y(ly\fV^-J=^:^^±) A'^D'MEM hn-Ja:.:^^ T 

15 tfc) jji. ^flaa^^i.5 X ioVmLj3ip®iu-c5inL-ro:9-i^b. mm:^:^m3mx- 

3 7*C-e— ^i#«b:^o PBS (SIGMA^fc) •T?mSr2|Sli^?^^. -fiSlk^tDOPT 

I -MEM (-r :/tf fn$;f^v|±) SmLjJiat^bfco Tjfy w^-^o-r'-f ^^^K 

m>h^ (FALCONM) ^27^t5Wib. 1*1:110 P ^^7::^^^ b T ^ ^f^^ (-T 
t'hn-:;?^>'^) i!90/iL<DOPT I -MEMitM&^M-a^bfc (gAT. y^:73^ 

#^3MgAn;t. HtJ:iOOAtL(^OPT I -MEMSr*P;^T?l'a'bfc (£^Ts DNA 

S^S^Wco ^j^?m<^^trl^STo^ft (200 mL) v'^-i/lc^BU 
;^!i|"I^P«T' 3 7 "C. 6 V^mmm \^f^. e ^I^mJ-JtiffiSrS^SII^* 8 % F C S 
25 At)D ' MEM>S:^d^^;jnx.-C3 7t:-C*4 S^it^bfCo 4 0mJ--b^trll!I|XU 
0. 22Mra:7^/Vi?-itiibTltTOC»ffi^*ti^^ bfCo 

Biologic Duo Flow<^i»iSv';:^v"Js (BIO RAD^fc) . *3 J;tJ«:7"nx^ ^G;& 

(:7T/wi/Ttfc) ^^v^T5£^fe^c^^eoTi»Mbfco 
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linL/r5^-CT7°7-f bfCo K(D50{^»(^PBST*i5fc#^. 0. v'>'-HCl 

pH2.7-e^W^-^fc„ ET7!J-(?37*V;=^4<-1f>^/V^^->^ (FALCON 2063^) IC, 
tffPffii: UTfce>>6=»C&50Atl(DlM Tris-HCl pH9. 0^in;t-C*3#^ :ittl3:imL-f 
o^|±J^Sr|E]«2bfCo i- <n?:55-3fe^Sf|-C'^:7 7^i^3 i^<D280nm(D®^^^S!l 
^^7^^7^:J^v-3^^:/-/V-bT (ai1^2tnL) P B S JClT 4 "CT—^^W 
bfCo J|t^^<^(^»6S^^iiG 3 0 0 0 SW:^7i^ ( h-y-*h) ^fflV>fcHP 
LC. 3fem::SDS-PAGET*fTofc„ HP L C(D^m<^— 'gSJ^ia 4 jC^i" 

(«: 0. 5mL/5^;Mit^/<S/:7T-: lOOmM PB. pH7. 2 + 0. 5 
M Na C 1) o 

1 O : mM^^:9-^^MMC 3 2^#:<^MC P - 1 i: (Dm^^^^l) 
E L I S A?fel3: J: «9 ^t$S^:^^^MMC 3 2 ^fl^OMC P - 1 i: (^^^^ffi^W 
-(ffi U/::o P B S -eo. 5 /i g/mLJCfgi^ bfc t h MC P - 1 (Chemicon|±) H^-fb 
bfc96:A::/ V (Maxisorp ; Nunctt) ^ 1 % B S A/ P B S -e::^t2 >;/ d^i^i/^ 

b/c^MC P - 1 ^^^MMC 3 2 ^5ug/mLd^ b 1%BSA- 
0. 05%Tween/PBS-e2^mPg#5i^ bTffiV^fc„ 3 7 "C-C 1 ^F^S^S^s 
0.05%Tween/PBS-e5|Hl?^?f^bT. ^^-^^^^^—^^^1^^ h I gG^ftrirHl^: 
3 7 °C-e 1 B#rHlSf&^-^fco P B S TT? 5 mc^'^. IS^S^TMB Z ^:«JP^T 
4 5 0 nm<Z)fli^^^%aiJ^bT^-a-tt^lrWffibfCo I^^^E 5 Ici^-Tc 
mU%-^ii^=f-WMC 3 2ft#:f* s c F v ^ |^#t^a^^#i4t-MC P - 1 b1^^ 

bfCo 
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m ^ (D ^ m 

1. k Milonocyte chemoattractant protein— 1 i&^T^ t hMCP — 1 t't 

5 2. ^f^VH^^^Effitt^^^*^ (CDR1~3) 7!)^TU(DT ^ y m^m^^ir 

CDR 1 : Ser Tyr Ala He Ser <ia??U#-^3 > 

CDR 2 : Gly Phe Asp Pro Glu Asp Gly Glu Thr He Tyr Ala Gin Lys Phe 
Gin Gly <@E^J#-^4 > 
10 CDR 3 : Asp Leu Gly Gly Gly Asp Tyr Tyr Tyr Gly Met Asp Val <iB^J#-i- 

5> 

15 4 . mmvnmtK iB^j## 2 \cmm(OT ^ y mmii^^-r^m^m 3 \zmm(D 

6. ^^vLm<D^wmt^m,m (cdri~3) 7b^Tm<DT ^ /mBm^m-r 
20 ^mn^m 5 iz^m.(Dm.B^mfT-o 

CDR 1 : Arg Ser Ser Gin Ser He Asn Thr Tyr Leu His <@B3?!l#-^8 > 

C D R 2 : Ala Ala Ser Thr Leu Gin Ser <ia^J## 9 > 

CDR 3 : Gin Gin Ser Phe Thr Thr Pro Leu Thr <ia^J#-^l 0 > 
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12. ^^#::7 7^^>'h:as, Fab> Fab\ ^fcf^F ( a b ' ) 2:*^bMfi 
1 3 . m^m9K^m.(0 s c F vm^^^»r>|-^lr^ t h^(2|s:CHm3t^^<^-gP, 
■=t(D^^mm^Um-i-^^ bitt bMCP-l^^^^l^^i/'T^^hSr^-Ki-^it 

m-t^^ hMCP- ltn:l$:*fcfi^in:fls:7^i//<>^ho 

1 5 . f»^3® 1 4 JClB^O fc b^t bMC P - 1 ^#:*fcfi^^^>' 

1 7 . Ii3j^:^ 1 6 Kmm<0 1 bMC P - 1 ^&ttP1.^7^I^fflV^5 1 bMC P - 1 
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SEQUENCE LISTING 



<110> The Chemo-Sero-Therapeutic Research Institute 

<120> Human anti-human MCP-1 antibody and fragment thereof 

<130> 663985 

<150> JP 2002-267184 

<151> 2002-09-12 

<160> 14 



<210> 1 
<211> 366 
<212> DNA 

<213> Homo sapiens 
<400> 1 

oag gta cag ctg cag cag tea ggg get gag gtg aag aag ect ggg tee 
Gin Val Gin Leu Gin Gin Ser Gly Ala Glu Val Lys Lys Pro Gly Ser 
15 10 15 

teg gtg aag gtc tec tgc aag get tet gga gge aee ttc age age tat 
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Gly Thr Phe Ser Ser Tyr 

20 25 30 

get ate age tgg gtg cga cag gee cct gga caa ggg ctt gag tgg atg 
Ala He Ser Trp Val Arg Gin Ala Pro Gly Gin Gly Leu Glu Trp Met 

35 40 45 

gga ggt ttt gat cct gaa gat ggt gaa aca ate tac gca cag aag ttc 
Gly Gly Phe Asp Pro Glu Asp Gly Glu Thr He Tyr Ala Gin Lys Phe 

50 55 60 

-lag ggc aga gtc aee atg ace gag gac aca tet aca gae aca gee tac 
Gin Gly Arg Val Thr Met Thr Glu Asp Thr Ser Thr Asp Thr Ala Tyr 
gS 70 75 80 



48 



96 



144 



192 



240 
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atg gag ctg age age etg aga tct gag gae acg gee gtg tat tac tgt 288 
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys 

85 90 95 

gca aca gat ett gge gga ggt gae tac tac tac ggt atg gae gtc tgg 336 
Ala Thr Asp Leu Gly Gly Gly Asp Tyr Tyr Tyr Gly Met Asp Val Trp 

100 105 110 

gge cea ggg aec acg gtc acc gta tec tea 366 
Gly Pro Gly Thr Thr Val Thr Val Ser Ser 
115 120 



<210> 2 
<211> 122 
<212> PRT 

<213> Homo sapiens 
<400> 2 

Gin Val Gin Leu Gin Gin Ser Gly Ala Glu Val Lys Lys Pro Gly Ser 
15 10 15 

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Gly Thr Phe Ser Ser Tyr 

20 25 30 

Ala He Ser Trp Val Arg Gin Ala Pro Gly Gin Gly Leu Glu Trp Met 

35 40 45 

Gly Gly Phe Asp Pro Glu Asp Gly Glu Thr He Tyr Ala Gin Lys Phe 

50 55 60 

Gin Gly Arg Val Thr Met Thr Glu Asp Thr Ser Thr Asp Thr Ala Tyr 
65 70 75 80 

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys 

85 90 95 

Ala Thr Asp Leu Gly Gly Gly Asp Tyr Tyr Tyr Gly Met Asp Val Trp 
100 105 110 
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Gly Pro Gly Thr Thr Val Thr Val Ser Ser 



115 



120 



<210> 3 
<211> 5 
<212> PRT 

<213> Homo sapiens 
<220> 

<223> CDRl corresponding to amino acids No. .31 to No. 35 in SEQ ID NO: 2 

<400> 3 

Ser Tyr Ala He Ser 
1 5 

<210> 4 
<211> 17 
<212> PRT 

<213> Homo sapiens 
<220> 

<223> CDR2 corresponding to amino acids No. 50 to No. 66 in SEQ ID NO: 2 
<400> 4 

Gly Phe Asp Pro Glu Asp Gly Glu Thr He Tyr Ala Gin Lys Phe Gin 
15 10 15 

Gly 

<2i0> 5 
<211> 13 
<212> PRT 

<213> Homo sapiens 
<220> 
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<223> CDR3 corresponding to amino acids No. 99 to No. Ill in ID NO: 
2 

<400> 5 

Asp Leu Gly Gly Gly Asp Tyr Tyr Tyr Gly Met Asp Val 
1 5 10 



<210> 6 

<211> 324 

<212> DNA 

<213> Homo sapiens 

<400> 6 

gac ate cag ttg acc cag tct cct tec acc ctg tct get tct gtc ggg 48 
Asp He Gin Leu Thr Gin Ser Pro Ser Thr Leu Ser Ala Ser Val Gly 
15 10 15 

gac aga gcc acc ate tct tgc egg tct agt cag age att aac acc tat 96 
Asp Arg Ala Thr He Ser Cys Arg Ser Ser Gin Ser He Asn Thr Tyr 

20 25 30 

tta cat tgg tat eag cag aaa cca ggg gaa gee cct aaa etc ctg ate 144 
Leu His Trp Tyr Gin Gin Lys Pro Gly Glu Ala Pro Lys Leu Leu He 

35 40 45 

tat get get tec acc ttg caa agt ggg gtc cca tea aga tte agt ggc 192 
Tyr Ala Ala Ser Thr Leu Gin Ser Gly Val Pro Ser Arg Phe Ser Gly 

50 55 60 

agt gga tct ggg aca gat ttc act etc ace ate acc act etc caa cct 240 
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He Thr Thr Leu Gin Pro 
65 70 75 80 

gaa gat ttt gea act tat tac tgc caa cag agt ttc act acc cca etc 288 
Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gin Ser Phe Thr Thr Pro Leu 
85 90 95 



wo 2004/024921 ^^:T/JP2003/011S60 

9 5/8 " 

act ttc ggc gga ggg acc aag gtg gag ate aaa cgt 324 

Thr Phe Gly Gly Gly Thr Lys Val Glu He Lys Arg 
100 105 



<210> 7 

<211> 108 

<212> PRT 

<213> Homo sapiens 

<400> 7 

Asp He Gin Leu Thr Gin Ser Pro Ser Thr Leu Ser Ala Ser Val Gly 
15 10 15 

Asp Arg Ala Thr He Ser Cys Arg Ser Ser Gin Ser He Asn Thr Tyr 

20 25 30 

Leu His Trp Tyr Gin Gin Lys Pro Gly Glu Ala Pro Lys Leu Leu He 

35 40 45 

Tyr Ala Ala Ser Thr Leu Gin Ser Gly Val Pro Ser Arg Phe Ser Gly 

50 55 60 

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He Thr Thr Leu Gin Pro 
65 70 75 80 

Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gin Ser Phe Thr Thr Pro Leu 

85 90 95 

Thr Phe Gly Gly Gly Thr Lys Val Glu He Lys Arg 
100 105 



<210> 8 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<220> 
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<223> CDRl corresponding to amino acids No. 24 to No. 34 in SEQ ID NO: 7 

<400> 8 

Arg Ser Ser Gin Ser He Asn Thr Tyr Leu His 



<210> 9 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<220> 

<223> CDR2 corresponding to amino acids No. 50 to No. 56 in SEQ ID NO: 7 
<400> 9 

Ala Ala Ser Thr Leu Gin Ser 
1 5 

<210> 10 

<211> 9 

<212> PRT 

<213> Homo sapiens 

<220> 

<223> CDR3 corresponding to amino acids No. 89 to No. 97 in SEQ ID NO: 7 
<400> 10 

Gin Gin Ser Phe Thr Thr Pro Leu Thr 
1 5 

<210> 11 
<211> 42 
<212> DNA 
<213> Artificial 



1 



5 



10 
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<220> 

<223> VH chain sense primer 
<400> 11 

cgtggctcct gggcccacag ccaggtacag ctgcagcagt ca 42 

<210> 12 
<211> 20 
<212> DNA 
<213> Artificial 
<220> 

<223> VH chain antisense primer 
<400> 12 

tgaggatacg gtgaccgtgg 20 

<210> 13 
<211> 42 
<212> DM 
<213> Artificial 

<220> 

<223> VL chain sense primer 
<400> 13 

cgtggctcct gggcccacag cgacatccag ttgacccagt ct 42 

<210> 14 
<2il> 20 
<212> DNA 
<213> Artificial 

<223> VL chain antisense primer 
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